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(1) Pegylation with PEG acid or T-PEG 

(2) Hydrolysis of the ester (or saponification) 



O 

11 



GEP-CH 2 -C-N— 
H 




Coupling with spacer-Drug 



C0 2 H 

0 J 

— N— f 
H I 



C^H 



z^CC^H 
O f 

— N , 
H 



R = alkyl, etc. for ester 



O 

II 



GEP-CH 2 -C-N— 
H 




— N— spacer-Drug 
H 



— N— spacer-Drug 
O H 

II 

C — N- spacer-Drug 
n 



-N— spacer-Drug 
H 



16mer diagram 





0 V 


-CO2R 


Figure 15 








BocHN— 1 


~C0 2 R 




a 2\ O y 


-CO2R 






-C0 2 R 



R = alkyl, eti 



(1) Saponification 



d ^-C0 2 R 
(2) Couple with 4 xH 2 N— f 

^-C0 2 R 



aV-C0 2 R 



BocHN— 





(1) Deprotection of Boc 

(2) Pegylation with PEG acid or T-PEG 

(3) Hydrolysis of the ester (or saponification) 

(4) Coupling with spacer-Drug 



O 



GEP-CH 2 -C-N— 
* H 




O d^-co 2 R 
/ d 6 v -C0 2 R 



IN 

H d ^-C N d ?^ C02R 
H d6^-co 2 R 



, It 

O a s x--c — N- spacer-Drug 
-N ( O H 

— N-spacer-Druq 
O H y 

ii 

C — N— spacer-Q rug 
O H 

N- spacer-Drug 
O H 

C — N— spacer-Drug 

q ""^~ s P ac ^-Dnjg 

O d 5 ^-C — N- spacer-Drug 

C-N ( O 

H V " 

d 6^-C — N-spacer-Drug 
H 





• 

Figure 16 




Fig. 17 




